ABILIFY - aripiprazole tablet
Lake Erie Medical DBA Quality Care Products LL.C

Abilify 15 mg
11 DESCRIPTION

Aripiprazole is a psychotropic drug that is available as ABILIFY® (aripiprazole) Tablets, ABILIFY
DISCMELT® (aripiprazole) Orally Disintegrating Tablets, ABILIFY® (aripiprazole) Oral Solution, and
ABILIFY® (aripiprazole) Injection, a solution for intramuscular injection. Aripiprazole is 7-[4-[4-(2,3-
dichlorophenyl)-1-piperazinyl Jbutoxy]-3,4-dihydrocarbostyril.

12 CLINICAL PHARMACOLOGY12.1 Mechanismof Action

The mechanism of action of aripiprazole, as with other drugs having efficacy in schizophrenia, bipolar
disorder, major depressive disorder, irritability associated with autistic disorder, and agitation
associated with schizophrenia or bipolar disorder, is unknown. However, it has been proposed that the
efficacy of aripiprazole is mediated through a combination of partial agonist activity at D, and 5-HT 1 5
receptors and antagonist activity at 5>-HT» receptors. Actions at receptors other than Dy, 5-HT 1 5, and
5-HT>a may explain some of the other clinical effects of aripiprazole (eg, the orthostatic hypotension
observed with aripiprazole may be explained by its antagonist activity at adrenergic alpha; receptors).
12.2 Pharmacodynamics

Aripiprazole exhibits high affinity for dopamine D, and D3, serotonin 5-HT 15 and 5-HT»p receptors
(Kj values of 0.34 nM, 0.8 nM, 1.7 nM, and 3.4 nM, respectively), moderate affinity for dopamine Dy,
serotonin 5-HT ¢ and 5-HT 7, alphaj-adrenergic and histamine H; receptors (K; values of 44 nM, 15
nM, 39 nM, 57 nM, and 61 nM, respectively), and moderate affinity for the serotonin reuptake site
(K;=98 nM). Aripiprazole has no appreciable affinity for cholinergic muscarinic receptors (IC59>1000
nM). Aripiprazole functions as a partial agonist at the dopamine D> and the serotonin 5-HT 5 receptors,
and as an antagonist at serotonin 5-HT, receptor.

12.3 Pharmacokinetics

ABILIFY activity is presumably primarily due to the parent drug, aripiprazole, and to a lesser extent, to
its major metabolite, dehydro-aripiprazole, which has been shown to have affinities for D> receptors
similar to the parent drug and represents 40% of the parent drug exposure in plasma. The mean
elimination half-lives are about 75 hours and 94 hours for aripiprazole and dehydro-aripiprazole,
respectively. Steady-state concentrations are attained within 14 days of dosing for both active moieties.
Aripiprazole accumulation is predictable from single-dose pharmacokinetics. At steady-state, the
pharmacokinetics of aripiprazole are dose-proportional. Elimination of aripiprazole is mainly through
hepatic metabolism involving two P450 isozymes, CYP2D6 and CYP3A4.

Pharmacokinetic studies showed that ABILIFY DISCMELT Orally Disintegrating Tablets are
bioequivalent to ABILIFY Tablets.

ORAL ADMINISTRATION
Absorption

Tablet: Aripiprazole is well absorbed after administration of the tablet, with peak plasma concentrations
occurring within 3 hours to 5 hours; the absolute oral bioavailability of the tablet formulation is 87%.
ABILIFY can be administered with or without food. Administration of a 15 mg ABILIFY Tablet with a
standard high-fat meal did not significantly affect the Cmax or AUC of aripiprazole or its active
metabolite, dehydro-aripiprazole, but delayed Tmax by 3 hours for aripiprazole and 12 hours for
dehydro-aripiprazole.

Oral Solution: Aripiprazole is well absorbed when administered orally as the solution. At equivalent
doses, the plasma concentrations of aripiprazole fromthe solution were higher than that from the tablet



formulation. In a relative bioavailability study comparing the pharmacokinetics of 30 mg aripiprazole as
the oral solutionto 30 mg aripiprazole tablets in healthy subjects, the solution to tablet ratios of
geometric mean Cmax and AUC values were 122% and 114%, respectively [see DOSAGE AND
ADMINISTRATION (2.6)]. The single-dose pharmacokinetics of aripiprazole were linear and dose-
proportional between the doses of 5 mg to 30 mg.

Dis tribution

The steady-state volume of distribution of aripiprazole following intravenous administration is high
(404 L or 4.9 L/kg), indicating extensive extravascular distribution. At therapeutic concentrations,
aripiprazole and its major metabolite are greater than 99% bound to serum proteins, primarily to
albumin. In healthy human volunteers administered 0.5 mg/day to 30 mg/day aripiprazole for 14 days,
there was dose-dependent D> receptor occupancy indicating brain penetration of aripiprazole in humans.

Metabolism and Elimination

Aripiprazole is metabolized primarily by three biotransformation pathways: dehydrogenation,
hydroxylation, and N-dealkylation. Based on in vitro studies, CYP3A4 and CYP2D6 enzymes are
responsible for dehydrogenation and hydroxylation of aripiprazole, and N-dealkylation is catalyzed by
CYP3AA4. Aripiprazole is the predominant drug moiety in the systemic circulation. At steady-state,
dehydro-aripiprazole, the active metabolite, represents about 40% of aripiprazole AUC in plasma.

Approximately 8% of Caucasians lack the capacity to metabolize CYP2D6 substrates and are classified
as poor metabolizers (PM), whereas the rest are extensive metabolizers (EM). PMs have about an 80%
increase inaripiprazole exposure and about a 30% decrease in exposure to the active metabolite
compared to EMs, resulting in about a 60% higher exposure to the total active moieties froma given
dose of aripiprazole compared to EMs. Coadministration of ABILIFY with known inhibitors of
CYP2D6, such as quinidine or fluoxetine in EMs, approximately doubles aripiprazole plasma exposure,
and dose adjustment is needed [see DRUG INTERACTIONS (7.1)]. The mean elimination half-lives are
about 75 hours and 146 hours for aripiprazole in EMs and PMs, respectively. Aripiprazole does not
inhibit or induce the CYP2D6 pathway.

Following a single oral dose of [14C]-labeled aripiprazole, approximately 25% and 55% of the
administered radioactivity was recovered in the urine and feces, respectively. Less than 1% of
unchanged aripiprazole was excreted in the urine and approximately 18% of the oral dose was

recovered unchanged in the feces.

INTRAMUSCULAR ADMINISTRATION

In two pharmacokinetic studies of aripiprazole injection administered intramuscularly to healthy
subjects, the median times to the peak plasma concentrations were at 1 hour and 3 hours. A 5 mg
intramuscular injection of aripiprazole had an absolute bioavailability of 100%. The geometric mean
maximum concentration achieved after an intramuscular dose was on average 19% higher than the Cmax
of the oral tablet. While the systemic exposure over 24 hours was generally similar between
aripiprazole injection given intramuscularly and after oral tablet administration, the aripiprazole AUC in
the first 2 hours after an intramuscular injection was 90% greater than the AUC after the same dose as a
tablet. In stable patients with schizophrenia or schizoaffective disorder, the pharmacokinetics of
aripiprazole after intramuscular administration were linear over a dose range of 1 mg to 45 mg.
Although the metabolism of aripiprazole injection was not systematically evaluated, the intramuscular
route of administration would not be expected to alter the metabolic pathways.

1 INDICATIONS AND USAGEL1.1 Schizophrenia

ABILIFY is indicated for the treatment of schizophrenia. The efficacy of ABILIFY was established in
four 4-6 week trials in adults and one 6-week trial in adolescents (13 to 17 years). Maintenance efficacy
was demonstrated in one trial in adults and can be extrapolated to adolescents [see CLINICAL STUDIES
(14.1)].

1.2 Bipolar I Disorder



Monotherapy

ABILIFY is indicated for the acute and maintenance treatment of manic and mixed episodes associated
with bipolar I disorder. Efficacy was established in four 3-week monotherapy trials in adults and one 4-
week monotherapy trial in pediatric patients (10 to 17 years). Maintenance efficacy was demonstrated in
a monotherapy trial in adults and can be extrapolated to pediatric patients (10 to 17 years) [see CLINICAL
STUDIES (14.2)].

Adjunctive Therapy

ABILIFY is indicated as an adjunctive therapy to either lithium or valproate for the acute treatment of
manic and mixed episodes associated with bipolar I disorder. Efficacy was established in one 6-week
adjunctive trial in adults and can be extrapolated to pediatric patients (10 to 17 years) [see CLINICAL
STUDIES (14.2)].

1.3 Adjunctive Treatment of Major Depressive Disorder

ABILIFY is indicated for use as an adjunctive therapy to antidepressants for the treatment of major
depressive disorder (MDD). Efficacy was established intwo 6-week trials in adults with MDD who
had an inadequate response to antidepressant therapy during the current episode [see CLINICAL
STUDIES (14.3)].

1.4 Trritability Associated with Autistic Disorder

ABILIFY is indicated for the treatment of irritability associated with autistic disorder. Efficacy was
established in two 8-week trials in pediatric patients (aged 6 to 17 years) with irritability associated

ith autistic disorder (including symptoms of aggression towards others, deliberate self-injuriousness,
temper tantrums, and quickly changing moods) [see CLINICAL STUDIES (14.4)].
1.5 Agitation Associated with Schizophrenia or Bipolar Mania

ABILIFY Injection is indicated for the acute treatment of agitation associated with schizophrenia or
bipolar disorder, manic or mixed. "Psychomotor agitation" is defined in DSM-IV as "excessive motor
activity associated with a feeling of inner tension". Patients experiencing agitation often manifest
behaviors that interfere with their diagnosis and care (eg, threatening behaviors, escalating or urgently
distressing behavior, or self-exhausting behavior), leading clinicians to the use of intramuscular
antipsychotic medications to achieve immediate control of the agitation. Efficacy was established in
three short-term (24-hour) trials in adults [see CLINICAL STUDIES (14.5)].

1.6 Special Considerations in Treating Pediatric Schizophrenia, Bipolar I Disorder, and Irritability
Associated with Autistic Disorder

Psychiatric disorders in children and adolescents are often serious mental disorders with variable
symptom profiles that are not always congruent with adult diagnostic criteria. It is recommended that
psychotropic medication therapy for pediatric patients only be initiated after a thorough diagnostic
evaluation has been conducted and careful consideration given to the risks associated with medication
treatment. Medication treatment for pediatric patients with schizophrenia, bipolar I disorder, and
irritability associated with autistic disorder is indicated as part of a total treatment program that often
includes psychological, educational, and social interventions.

4 CONTRAINDICATIONS

Known hypersensitivity reaction to ABILIFY. Reactions have ranged from pruritus/urticaria to
anaphylaxis [see ADVERSE REACTIONS (6.3)].

Enter section text here
10 OVERDOSAGE

MedDRA terminology has been used to classify the adverse reactions.
10.1 Human Experience

A total of 76 cases of deliberate or accidental overdosage with oral aripiprazole have beenreported
worldwide. These include overdoses with oral aripiprazole alone and in combination with other



substances. No fatality was reported from these cases. Of the 44 cases with known outcome, 33 cases
recovered without sequelae and one case recovered with sequelae (mydriasis and feeling abnormal).
The largest known case of acute ingestion with a known outcome involved 1080 mg of oral aripiprazole
(36 times the maximum recommended daily dose) in a patient who fully recovered. Included in the 76
cases are 10 cases of deliberate or accidental overdosage in children (age 12 and younger) involving
oral aripiprazole ingestions up to 195 mg with no fatalities.

Common adverse reactions (reported in at least 5% of all overdose cases) reported with oral
aripiprazole overdosage (alone or in combination with other substances) include vomiting, somnolence,
and tremor. Other clinically important signs and symptoms observed in one or more patients with
aripiprazole overdoses (alone or with other substances) include acidosis, aggression, aspartate
aminotransferase increased, atrial fibrillation, bradycardia, coma, confusional state, convulsion, blood
creatine phosphokinase increased, depressed level of consciousness, hypertension, hypokalemia,
hypotension, lethargy, loss of consciousness, QRS complex prolonged, QT prolonged, pneumonia
aspiration, respiratory arrest, status epilepticus, and tachycardia.

10.2 Management of Overdosage

No specific information is available on the treatment of overdose with aripiprazole. An
electrocardiogram should be obtained in case of overdosage and if QT interval prolongationis present,
cardiac monitoring should be instituted. Otherwise, management of overdose should concentrate on
supportive therapy, maintaining an adequate airway, oxygenation and ventilation, and management of
symptoms. Close medical supervision and monitoring should continue until the patient recovers.

Charcoal: In the event of an overdose of ABILIFY, an early charcoal administration may be useful in
partially preventing the absorption of aripiprazole. Administration of 50 g of activated charcoal, one
hour after a single 15 mg oral dose of aripiprazole, decreased the mean AUC and Cmax of aripiprazole
by 50%.

Hemodialysis: Although there is no information on the effect of hemodialysis in treating an overdose
with aripiprazole, hemodialysis is unlikely to be useful in overdose management since aripiprazole is
highly bound to plasma proteins.

2 DOSAGE AND ADMINISTRATION 2.1 Schizophrenia
Adults

Dose Selection: The recommended starting and target dose for ABILIFY is 10 mg/day or 15 mg/day
administered on a once-a-day schedule without regard to meals. ABILIFY has been systematically
evaluated and shown to be effective ina dose range of 10 mg/day to 30 mg/day, when administered as
the tablet formulation; however, doses higher than 10 mg/day or 15 mg/day were not more effective than
10 mg/day or 15 mg/day. Dosage increases should generally not be made before 2 weeks, the time
needed to achieve steady-state [see CLINICAL STUDIES (14.1)].

Maintenance Treatment: Maintenance of efficacy in schizophrenia was demonstrated in a trial involving
patients with schizophrenia who had been symptomatically stable on other antipsychotic medications for
periods of 3 months or longer. These patients were discontinued from those medications and
randomized to either ABILIFY 15 mg/day or placebo, and observed for relapse [see CLINICAL
STUDIES (14.1)]. Patients should be periodically reassessed to determine the continued need for
maintenance treatment.

Adolescents

Dose Selection: The recommended target dose of ABILIFY is 10 mg/day. Aripiprazole was studied in
adolescent patients 13 to 17 years of age with schizophrenia at daily doses of 10 mg and 30 mg. The
starting daily dose of the tablet formulation in these patients was 2 mg, which was titrated to 5 mg after 2
days and to the target dose of 10 mg after 2 additional days. Subsequent dose increases should be
administered in 5 mg increments. The 30 mg/day dose was not shown to be more efficacious than the 10
mg/day dose. ABILIFY can be administered without regard to meals [see CLINICAL STUDIES (14.1)].



Maintenance Treatment: The efficacy of ABILIFY for the maintenance treatment of schizophrenia in the
adolescent population has not been evaluated. While there is no body of evidence available to answer
the question of how long the adolescent patient treated with ABILIFY should be maintained on the drug,
maintenance efficacy can be extrapolated from adult data along with comparisons of aripiprazole
pharmacokinetic parameters in adult and pediatric patients. Thus, it is generally recommended that
responding patients be continued beyond the acute response, but at the lowest dose needed to maintain
remission. Patients should be periodically reassessed to determine the need for maintenance treatment.

Switching from Other Antipsychotics

There are no systematically collected data to specifically address switching patients with schizophrenia
from other antipsychotics to ABILIFY or concerning concomitant administration with other
antipsychotics. While immediate discontinuation of the previous antipsychotic treatment may be
acceptable for some patients with schizophrenia, more gradual discontinuation may be most appropriate
for others. Inall cases, the period of overlapping antipsychotic administration should be minimized.

2.2 Bipolar I Disorder

Adults

Dose Selection: The recommended starting and target dose is 15 mg given once daily as monotherapy or
as adjunctive therapy with lithium or valproate. ABILIFY may be given without regard to meals. The
dose may be increased to 30 mg/day based on clinical response. The safety of doses above 30 mg/day
has not been evaluated in clinical trials [see CLINICAL STUDIES (14.2)].

Maintenance Treatment: Maintenance of efficacy in bipolar I disorder was demonstrated in a trial
involving patients who had been symptomatically stable on ABILIFY Tablets (15 mg/day or 30 mg/day,
as monotherapy) for at least 6 consecutive weeks. These patients were discontinued from those
medications and randomized to either ABILIFY, at the same dose they were stabilized on, or placebo,
and observed for relapse [see CLINICAL STUDIES (14.2)]. Patients should be periodically reassessed
to determine the continued need for maintenance treatment.

Pediatric Patients

Dose Selection: The efficacy of ABILIFY has been established in the treatment of pediatric patients 10
to 17 years of age with bipolar I disorder at doses of 10 mg/day or 30 mg/day. The recommended target
dose of ABILIFY is 10 mg/day, as monotherapy or as adjunctive therapy with lithium or valproate. The
starting daily dose of the tablet formulation in these patients was 2 mg/day, which was titrated to 5
mg/day after 2 days and to the target dose of 10 mg/day after 2 additional days. Subsequent dose
increases should be administered in 5 mg/day increments. ABILIFY can be administered without regard
to meals. [See CLINICAL STUDIES (14.2).]

Maintenance Treatment: The efficacy of ABILIFY for the maintenance treatment of bipolar I disorder in
the pediatric population has not been evaluated. While there is no body of evidence available to answer
the question of how long the pediatric patient treated with ABILIFY should be maintained, maintenance
efficacy can be extrapolated from adult data along with comparisons of aripiprazole pharmacokinetic
parameters in adult and pediatric patients. Thus, responding patients may be considered for continued
treatment beyond the acute response at the lowest dose required to maintain remission. Patients should
be periodically reassessed to determine the continued need for maintenance treatment.

2.3 Adjunctive Treatment of Major Depressive Disorder

Adults

Dose Selection: The recommended starting dose for ABILIFY as adjunctive treatment for patients
already taking an antidepressant is 2 mg/day to 5 mg/day. The efficacy of ABILIFY as an adjunctive
therapy for major depressive disorder was established within a dose range of 2 mg/day to 15 mg/day.
Dose adjustments of up to 5 mg/day should occur gradually, at intervals of no less than 1 week [see
CLINICAL STUDIES (14.3)].

Maintenance Treatment: The efficacy of ABILIFY for the adjunctive maintenance treatment of major



depressive disorder has not been evaluated. While there is no body of evidence available to answer the
question of how long the patient treated with ABILIFY should be maintained, patients should be
periodically reassessed to determine the continued need for maintenance treatment.

2.4 Trritability Associated with Autistic Disorder

Pediatric Patients

Dose Selection: The efficacy of aripiprazole has been established in the treatment of pediatric patients
6 to 17 years of age with irritability associated with autistic disorder at doses of 5 mg/day to 15 mg/day.
The dosage of ABILIFY should be individualized according to tolerability and response.

Dosing should be initiated at 2 mg/day. The dose should be increased to 5 mg/day, with subsequent
increases to 10 mg/day or 15 mg/day if needed. Dose adjustments of up to 5 mg/day should occur
gradually, at intervals of no less than 1 week [see CLINICAL STUDIES (14.4)].

Maintenance Treatment: The efficacy of ABILIFY for the maintenance treatment of irritability
associated with autistic disorder has not been evaluated. While there is no body of evidence available
to answer the question of how long the patient treated with ABILIFY should be maintained, patients
should be periodically reassessed to determine the continued need for maintenance treatment.

2.5 Agitation Associated with Schizophrenia or Bipolar Mania (Intramuscular Injection)

Adults

Dose Selection: The recommended dose in these patients is 9.75 mg. The effectiveness of aripiprazole
injectionin controlling agitation in schizophrenia and bipolar mania was demonstrated over a dose range
of 5.25 mg to 15 mg. No additional benefit was demonstrated for 15 mg compared to 9.75 mg. A lower
dose of 5.25 mg may be considered when clinical factors warrant. If agitation warranting a second dose
persists following the initial dose, cumulative doses up to a total of 30 mg/day may be given. However,
the efficacy of repeated doses of aripiprazole injection in agitated patients has not been systematically
evaluated in controlled clinical trials. The safety of total daily doses greater than 30 mg or injections
given more frequently than every 2 hours have not been adequately evaluated in clinical trials [see
CLINICAL STUDIES (14.5)].

If ongoing aripiprazole therapy is clinically indicated, oral aripiprazole ina range of 10 mg/day to 30
mg/day should replace aripiprazole injection as soon as possible [see DOSAGE AND
ADMINISTRATION (2.1 and 2.2)].

Adminis tration of ABILIFY Injection

To administer ABILIFY Injection, draw up the required volume of solution into the syringe as shownin
Table 1. Discard any unused portion.

Table 1: ABILIFY Injection Dosing Recommendations

Single-Dose Required Volume of Solution
5.25 mg 0.7 mL
9.75 mg 1.3 mL
15 mg 2 mL

ABILIFY Injectionis intended for intramuscular use only. Do not administer intravenously or
subcutaneously. Inject slowly, deep into the muscle mass.

Parenteral drug products should be inspected visually for particulate matter and discoloration prior to
administration, whenever solution and container permit.
2.6 Dosage Adjustment

Dosage adjustments in adults are not routinely indicated on the basis of age, gender, race, or renal or
hepatic impairment status [see USE IN SPECIFIC POPULATIONS (8.4-8.10)].



Dosage adjustment for patients taking aripiprazole concomitantly with strong CYP3A4 inhibitors: When
concomitant administration of aripiprazole with strong CYP3A4 inhibitors such as ketoconazole or
clarithromycin is indicated, the aripiprazole dose should be reduced to one-half the usual dose. When
the CYP3A4 inhibitor is withdrawn from the combination therapy, the aripiprazole dose should then be
increased [see DRUG INTERACTIONS (7.1)].

Dosage adjustment for patients taking aripiprazole concomitantly with potential CYP2D6 inhibitors: When
concomitant administration of potential CYP2D6 inhibitors such as quinidine, fluoxetine, or paroxetine
with aripiprazole occurs, aripiprazole dose should be reduced at least to one-half of its normal dose.
When the CYP2D6 inhibitor is withdrawn from the combination therapy, the aripiprazole dose should
then be increased [see DRUG INTERACTIONS (7.1)]. When adjunctive ABILIFY is administered to
patients with major depressive disorder, ABILIFY should be administered without dosage adjustment as
specified in DOSAGE AND ADMINISTRATION (2.3).

Dosage adjustment for patients taking potential CYP3A4 inducers: When a potential CYP3A4 inducer such
as carbamazepine is added to aripiprazole therapy, the aripiprazole dose should be doubled. Additional
dose increases should be based on clinical evaluation. When the CYP3A4 inducer is withdrawn from
the combination therapy, the aripiprazole dose should be reduced to 10 mg to 15 mg [see DRUG
INTERACTIONS (7.1)].

2.7 Dosing of Oral Solution

The oral solution can be substituted for tablets on a mg-per-mg basis up to the 25 mg dose level.
Patients receiving 30 mg tablets should receive 25 mg of the solution [see CLINICAL
PHARMACOLOGY (12.3)].

2.8 Dosing of Orally Disintegrating Tablets

The dosing for ABILIFY Orally Disintegrating Tablets is the same as for the oral tablets [see DOSAGE
AND ADMINISTRATION (2.1, 2.2, 2.3, and 2.4)].
3 DOSAGE FORMS AND STRENGTHS

ABILIFY® (aripiprazole) Tablets are available as described in Table 2.

Table 2: ABILIFY Tablet Presentations

Tablet Tablet Tablet
Strength Color/Shape Markings
om green "A-006"
& modified rectangle and "2"
5 m blue "A-007"
g modified rectangle and "5"
pink "A-008"
10 mg modified rectangle and "10"
yellow "A-009"
15 mg round and "15"
20 m white "A-010"
g round and "20"
30 mg pink A-011

round and "30"



ABILIFY DISCMELT® (aripiprazole) Orally Disintegrating Tablets are available as described in Table
3.

Table 3: ABILIFY DISCMELT Orally Disintegrating T ablet Presentations

Tablet Tablet Tablet
Strength Color/Shape Markings
pink (with scattered specks) "A" and "640"
10 mg round "10"
15 m yellow (with scattered specks) "A" and "641"
g round "15"

ABILIFY® (aripiprazole) Oral Solution (1 mg/mL) is a clear, colorless to light yellow solution,
supplied in child-resistant bottles along with a calibrated oral dosing cup.

ABILIFY® (aripiprazole) Injection for Intramuscular Use is a clear, colorless solution available as a
ready-to-use, 9.75 mg/1.3 mL (7.5 mg/mL) solution in clear, Type 1 glass vials.

16 HOW SUPPLIED/STORAGE AND HANDLING16.1 How Supplied

ABILIFY® (aripiprazole) Tablets have markings on one side and are available in the strengths and
packages listed in Table 15.

Table 15: ABILIFY Tablet Presentations

Tablet Tablet Tablet Pack NDC
Strength Color/Shape Markings Size Code
reen "A-006"
2 mg ﬁlodified rectangle and "2" Bottle of 30 59148-006-13
5mg blue. . "A-007" Bqtﬂe of 30 59148-007-13
modified rectangle and "5" Blister of 100 59148-007-35
10 mg pink. ‘ "A-008" Bqttle of 30 59148-008-13
modified rectangle and "10" Blister of 100 59148-008-35
15 mg yellow "A-009" Bqtﬂe of 30 59148-009-13
round and "15" Blister of 100 59148-009-35
20 mg white "A-010" Bqttle of 30 59148-010-13
round and "20" Blister of 100 59148-010-35
30 mg pink "A-011" Bqtﬂe of 30 59148-011-13
round and "30" Blister of 100 59148-011-35

ABILIFY DISCMELT® (aripiprazole) Orally Disintegrating Tablets are round tablets with markings on

either side. ABILIFY DISCMELT is available in the strengths and packages listed in Table 16.

Table 16: ABILIFY DISCMELT Orally Disintegrating T ablet Presentations

Tablet Tablet Tablet Pack NDC
Strength Color Markings Size Code
pink (with "A" and "640" . ) )
10 mg scattered specks) 10" Blister of 30 59148-640-23
15 mg yellow (with A" and "641 Blister of 30 59148-641-23

scattered specks) "15"



ABILIFY® (aripiprazole) Oral Solution (1 mg/mL) is supplied in child-resistant bottles along with a
calibrated oral dosing cup. ABILIFY Oral Solution is available as follows:
150 mL bottle NDC 59148-013-15

ABILIFY® (aripiprazole) Injection for intramuscular use is available as a ready-to-use, 9.75 mg/1.3 mL
(7.5 mg/mL) solution in clear, Type 1 glass vials as follows:

9.75 mg/1.3 mL single-dose vial NDC 59148-016-65

16.2 Storage

T ablets

Store at 25° C (77° F); excursions permitted between 15° C to 30° C (59° F to 86° F) [see USP
Controlled Room Temperature].

Oral Solution

Store at 25° C (77° F); excursions permitted between 15° C to 30° C (59° F to 86° F) [see USP
Controlled Room Temperature]. Opened bottles of ABILIFY Oral Solution can be used for up to 6
months after opening, but not beyond the expiration date on the bottle. The bottle and its contents should
be discarded after the expiration date.

Injection

Store at 25° C (77° F); excursions permitted between 15° C to 30° C (59° F to 86° F) [see USP
Controlled Room Temperature]. Protect from light by storing in the original container. Retain in carton
until time of use.



WARNINGS: INCREASED MORTALITY IN ELDERLY PATIENTS WITH DEMENTTIA-
RELATED PSYCHOSIS and SUICIDALITY AND ANTIDEPRESSANT DRUGS

Elderly patients with dementia-related psychosis treated with antipsychotic drugs are at an
increased risk of death. Analyses of seventeen placebo-controlled trials (modal duration of
10 weeks), largely in patients taking atypical antipsychotic drugs, revealed a risk of death in
drug-treated patients of between 1.6 to 1.7 times the risk of death in placebo-treated
patients. Over the course of a typical 10-week controlled trial, the rate of death in drug-
treated patients was about 4.5%, compared to a rate of about 2.6 % in the placebo group.
Although the causes of death were varied, most of the deaths appeared to be either
cardiovas cular (eg, heart failure, sudden death) or infectious (eg, pneumonia) in nature.
Observational studies suggest that, similar to atypical antipsychotic drugs, treatment with
conventional antipsychotic drugs may increase mortality. The extent to which the findings
of increas ed mortality in observational studies may be attributed to the antipsychotic drug
as opposed to some characteristic(s) of the patients is not clear. ABILIFY (aripiprazole) is
not approved for the treatment of patients with dementia-related psychosis [see WARNINGS
AND PRECAUTIONS (5.1)].

Antidepressants increased the risk compared to placebo of suicidal thinking and behavior
(suicidality) in children, adolescents, and young adults in short-term studies of major
depressive disorder (MDD) and other psychiatric disorders. Anyone considering the use of
adjunctive ABILIFY or any other antidepressant in a child, adolescent, or young adult must
balance this risk with the clinical need. Short-term studies did not show an increase in the
risk of suicidality with antidepressants compared to placebo in adults beyond age 24; there
was a reduction in risk with antidepressants compared to placebo in adults aged 65 and
older. Depression and certain other psychiatric disorders are themselves associated with
increases in the risk of suicide. Patients of all ages who are started on antidepressant
therapy should be monitored appropriately and observed closely for clinical wors ening,
suicidality, or unusual changes in behavior. Families and caregivers should be advised of
the need for close observation and communication with the prescriber. ABILIFY is not
approved for use in pediatric patients with depression [see WARNINGS AND
PRECAUTIONS (5.2)].

MEDICATION GUIDE
ABILIFY® (a BIL i fi)
Generic name: aripiprazole

Antidepressant Medicines, Depression and other Serious Mental Illnesses, and Suicidal
Thoughts or Actions

Read the Medication Guide that comes with your or your family member’s antidepressant medicine.
This Medication Guide is only about the risk of suicidal thoughts and actions with antidepressant
medicines. Talk to your, or your family member’s, healthcare provider about:

¢ all risks and benefits of treatment with antidepressant medicines

e all treatment choices for depression or other serious mental illness

What is the most important information I should know about antidepressant medicines,

depression and other serious mental illnesses, and suicidal thoughts or actions ?

1. Antidepressant medicines may increase suicidal thoughts or actions in some children,
teenagers, and young adults within the first few months of treatment.

2. Depression and other serious mental illnesses are the most important causes of suicidal
thoughts and actions. Some people may have a particularly high risk of having suicidal
thoughts or actions. These include people who have (or have a family history of) bipolar illness



(also called manic-depressive illness) or suicidal thoughts or actions.
3. How can I watch for and try to prevent suicidal thoughts and actions in myself or a family
member?

¢ Pay close attention to any changes, especially sudden changes, in mood, behaviors, thoughts, or
feelings. This is very important when an antidepressant medicine is started or when the dose is
changed.

e (Call the healthcare provider right away to report new or sudden changes in mood, behavior,
thoughts, or feelings.

e Keep all follow-up visits with the healthcare provider as scheduled. Call the healthcare provider
between visits as needed, especially if you have concerns about symptoms.

Call a healthcare provider right away if you or your family member has any of the following

symptoms, especially if they are new, worse, or worry you:
e thoughts about suicide or dying

attempts to commit suicide

new or worse depression

new Or worse anxiety

feeling very agitated or restless

panic attacks

trouble sleeping (insomnia)

new or worse irritability

acting aggressive, being angry, or violent

acting on dangerous impulses

an extreme increase in activity and talking (mania)

other unusual changes in behavior or mood

What else do I need to know about antidepressant medicines ?
¢ Never stop an antidepressant medicine without first talking to a healthcare provider. Stopping
an antidepressant medicine suddenly can cause other symptoms.
¢ Antidepressants are medicines used to treat depression and other illnesses. It is important to
discuss all the risks of treating depression and also the risks of not treating it.

Patients and their families or other caregivers should discuss all treatment choices with the healthcare
provider, not just the use of antidepressants.
¢ Antidepressant medicines have other side effects. Talk to the healthcare provider about the side
effects of the medicine prescribed for you or your family member.
¢ Antidepressant medicines can interact with other medicines. Know all of the medicines that you
or your family member takes. Keep a list of all medicines to show the healthcare provider. Do not
start new medicines without first checking with your healthcare provider.
¢ Not all antidepressant medicines prescribed for children are FDA approved for use in
children. Talk to your child’s healthcare provider for more information.

This Medication Guide has been approved by the U.S. Food and Drug Administration for all
antidepressants.

It should be noted that ABILIFY is approved to be added to an antidepressant when the response from
the antidepressant alone is not adequate. ABILIFY is not approved for pediatric patients with
depression.

Call your doctor for medical advice about side effects. You may report side effects to FDA at 1-800-
FDA-1088.

ABILIFY is a trademark of Otsuka Pharmaceutical Company.
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